1 and Stent Restenosis (STRESS) 2 studies (Aug. 25 issue) raise important questions about strategies for coronary-stent placement. Should coronary stents be considered for all patients with new focal lesions in large coronary arteries that have a high likelihood of dissection, 3 or should they be used only on a conditional basis if balloon angioplasty does not achieve the desired degree of dilation?
loon angioplasty occur after six months. The trials of stenting ended their follow-up at seven months 1 and six months 2 and would have missed a delayed process of renarrowing after stent placement if such a process indeed occurred.
Second, neither study was designed to examine the issue of the care of patients in whom restenosis develops after the index procedure. It has been shown that second balloon angioplasties for restenotic lesions after angioplasty are exceptionally safe, with a lower risk than first-time procedures and an acceptable rate of restenosis (31 percent). 5 Early data, however, suggest that the management of restenotic lesions in a stent may be problematic, since the incidence of restenosis after balloon angioplasty of such lesions is possibly as high as 54 percent. 6 Until information based on longer follow-up is available from these two excellent studies, 1,2 the use of elective stent implantation as a general approach to the treatment of new native coronary-artery lesions does not seem justified. 
The authors reply:
To the Editor: By the time the results of large trials such as the Benestent and STRESS studies are published, their clinical implications are already to some extent obsolete, and interventional practice and the care of patients have evolved substantially. The reported limitations and drawbacks of coronary stenting as done in our study are fully appreciated and acknowledged by the Benestent investigators, as well as by Dr. Bittl.
In order to reduce the incidence of adverse events associated with elective stenting, Dr. Bittl proposes that stent placement should be performed only in selected patients -those in whom primary balloon angioplasty fails 1,2 or does not result in an optimal residual luminal diameter.
1,2 Such an intraprocedural strategy of conditional stenting is not without merit and was indeed used for patients in Benestent who were randomly assigned to the balloon-angioplasty group. In accordance with the recommendations of the reviewers and the editors of the Journal , a crossover to bailout stenting was not counted as a clinical event but, rather, was deemed to be an integral component of the balloon-angioplasty package. Thus, it may be considered that as reported, Benestent has already demonstrated that the primary strategy of elective stenting is superior to that of elective balloon angioplasty with the option of bailout stenting.
The specific residual stenosis (10 percent, 20 percent, 30 percent, or 35 percent of the diameter, or some other value) after primary balloon angioplasty at which conditional stenting should be considered would be difficult to determine in the context of a prospective trial with on-line quantitative coronary angiography. 3 Dr. Bittl's proposal of relying on the achievement of a large luminal diameter by balloon angioplasty suggests that he does not believe that stenting works by preventing restenosis -an opinion to which we do not subscribe. 4, 5 Rather than withhold elective stent placement from patients undergoing angioplasty, the Benestent investigators are attempting to reduce the incidence of stent-related adverse events by incorporating a heparin coating on the stent and replacing the combination of anticoagulant drugs (heparin and coumadin) by a combination of platelet-antiaggregatory drugs (ticlopidine and aspirin) in Benestent II. In so doing, we anticipate that the drawbacks of prolonged hospitalization, hemorrhagic complications, and subacute stent occlusion will be eliminated, partially or completely, so that elective stenting of new coronary lesions will become an attractive and superior alternative to balloon angioplasty.
Dr. Schwartz's concern about the possible temporal discordance in the degree of luminal renarrowing after balloon angioplasty and after stenting can be dispelled. The results of the 1-year follow-up of the Benestent study demonstrate that the clinical benefit observed at 7 months is indeed preserved at 12 months, with 12-month event rates of 32 percent and 23 percent for balloon angioplasty and stenting, respectively. As for the management of stent restenosis, on this question, too, we can reassure Dr. Schwartz that the rate of restenosis after angioplasty of restenotic stented lesions was 15 percent. To the Editor : Dr. Bittl raises an important issue regarding the selection of patients for stent placement when he suggests that a conditional strategy of balloon angioplasty should be followed, with stent placement only if a desired lumen is not achieved after standard angioplasty. He suggests this strategy in view of the major limitations of stent placement, including thrombosis, bleeding, and vascular complications and the resultant longer hospital stay, as reported in the two recent studies in the Journal .
1,2 Dr. Bittl's strategy is attractive and deserves further consideration, but in the STRESS trial, the plan of elective stent placement was intentionally to underdilate lesions before placing the stent, to avoid dissection of the intima. Although stents have been shown to resolve dissec-tions, placing a stent when the result of angioplasty is suboptimal has been associated with a higher incidence of stent thrombosis. Of the 14 patients randomly assigned to balloon angioplasty who underwent stent placement as a bailout procedure in the STRESS trial, thrombosis occurred in 3 (21 percent) and was associated with a major cardiac complication in each of these.
As we note in our article, the most important factor predictive of long-term angiographic patency in the STRESS trial was the luminal diameter achieved immediately after the procedure and not the particular method used. Stents reduced restenosis rates because they more often allowed the operator to achieve an optimal luminal diameter with less risk of dissection and recoil. The conditional strategy arouses the concern that attempts to achieve the optimal diameter with balloon angioplasty might result in dissection; subsequent stent placement would then be performed in a bailout situation, which might result in even higher complication rates.
We agree that the serious limitations of stenting require that patients be selected carefully. Stent placement is a rapidly evolving technique. Improvement in the techniques of deploying stents, with high-pressure balloon inflation as well as the coating of stents with antithrombotic materials, may reduce the incidence of stent thrombosis and the need for anticoagulation after the stent is deployed. Furthermore, the use of pneumatic vascular-compression devices has been associated with a marked reduction in bleeding and vascular complications. 3 We believe that progress is being made to limit the serious drawbacks of thrombosis and bleeding. If these limitations are overcome, then stent placement will be even more attractive as a front-line procedure.
Dr. Schwartz asks whether stents may slow the temporal course of restenosis. Prospective serial follow-up data from our nonrandomized clinical trial demonstrated no deterioration in minimal luminal diameter between 6 and 12 months in 50 patients. 4 However, we strongly agree with the need for further long-term follow-up evaluation.
Jefferson Medical College To the Editor: Bittl raises the possibility of conditional stenting as a strategy for the treatment of patients who have suboptimal results with balloon angioplasty. Rodriguez et al. 1 have performed a small randomized trial of 66 patients who were found to have reduced luminal diameters at the time of a second angiographic procedure 24 hours after balloon angioplasty. Among the patients assigned to receive stents (with a Gianturco-Roubin design), the restenosis rate was 21 percent, as compared with 76 percent in the balloon-angioplasty-only group (P Ͻ 0.001). These data provide preliminary support for the strategy that Bittl has proposed. However, patients who do not have satisfactory results with conventional dilation may be a special group of patients with coronaryartery lesions that are not fully responsive to stenting or other interventions (atherectomy, rotablation, or laser techniques) used for this purpose. This issue can only be resolved in a randomized, controlled trial, and it is one of several important future directions for research in the area of investigational coronary stenting. 
CLINICAL PROBLEM-SOLVING: THE APPROPRIATE DEGREE OF DIAGNOSTIC CERTAINTY?
To the Editor: The case presented by Thibault (Nov. 3 issue) 1 illustrates a very common problem in clinical cardiopulmonary medicine. A simple objective test is widely available that would probably have averted the extensive and expensive workup.
The patient's peak flow should have been measured in the emergency room before and after treatment with the bronchodilator. I suspect the flow rate would have improved, as did his symptoms. Such evidence supports a diagnosis of reversible airway disease, or asthma. This patient could then have been instructed to measure and record his peak flow daily or when he had any episodes of chest tightness and shortness of breath. This record would have been helpful to his physicians in providing support for the diagnosis of periodic air-flow obstruction, reversible with inhaled bronchodilators. To the Editor: In a middle-aged, male exsmoker with exercise-induced dyspnea, one must pursue the possibility of proximal coronary disease until there is exhaustive proof that it can be ruled out. We must not miss the diseases that have the greatest effects on our patients. The consequences of missing adult-onset asthma are substantially less serious than those of misdiagnosing unstable atheromatous disease. Few people die of asthma, but unstable coronary plaques are the major cause of death in industrialized countries. It is not just prudent and economically sound but humane to rule out abruptly symptomatic coronary disease by virtually any means. The "expense of health care," to which Thibault dutifully alludes, is not just the cost in dollars but the human cost. The cardiac discussant deserves our applause and thanks from a properly served patient.
To the Editor: Why were pulmonary-function studies and a methacholine challenge not performed in the case presented by Thibault? These simple tests would have confirmed the diagnosis of asthma, easily obviating the need for a workup that probably cost well over $5,000 without good evidence to pursue the course that was followed. To the Editor: Careful attention to the history and physical examination, along with pertinent skin tests, would have demonstrated that the patient was allergic to molds (he wheezed while raking leaves, which are loaded with various molds) and to house dust or dust mites (he wheezed while cleaning a room). The emergency room physician is to be commended for making the correct diagnosis and prescribing the appropriate therapy -a bronchodilator and an antiinflammatorycorticosteroid inhaler. Precautions against dust in the bedroom would have been helpful as well.
The pulmonologist and cardiologist obviously viewed the case from the narrow perspectives of their own specialties. It is fortunate that the patient had a normal coronary angiogram, or he might have ended up being treated with bypass surgery. The pulmonologist could have contributed to the solution of this problem by performing a methacholine challenge. The use of a beta-blocker with minimal justification in a patient who had asthma not only was wrong but could have made the disease worse.
This case shows why the cost of medicine is so high. Thousands of dollars were spent on unnecessary tests and procedures.
Stamford Hospital
To the Editor: As a practitioner of the art of medicine, I am struck by how technology was used and abused in this case. The clinical diagnosis was apparently not acceptable to the patient and practitioner, so numerous tests were performed essentially to prove negative results.
I am curious about what drove this set of circumstances. Was it the threat of a lawsuit by the patient? Was it the threat of a lawsuit by the physician who was practicing defensive medicine? Was it the fee-for-service system that allowed tests to be performed unchecked, although there were few or no indications for them -particularly coronary angiography? Why did the patient allow these tests to be performed, given that he was free of symptoms? D ONALD W. A PTEKAR , M.D. Denver, CO 80220 4500 E. 9th St.
Dr. Thibault replies:
To the Editor: Drs. Hammond, Mehr, Silk, and Aptekar all applaud the clinical judgment of the emergency room physician and decry the use of excessive tests and procedures. They suggest that a much simpler approach, such as the measurement of peak flow in the emergency room or a methacholine challenge (or both), would have been sufficient to attain a reasonable degree of diagnostic certainty. I agree that the methacholine challenge is a useful diagnostic test and that it is underused. The opinions of these correspondents reinforce the major point I intended to make.
Dr. Coleman suggests that allergy testing would have been helpful as part of the diagnostic workup for this patient. Allergy testing is low in cost and poses little risk. In fact, however, the diagnosis of asthma should have been made even if allergy tests had been negative.
Dr. Rudoff defends the pursuit of the diagnosis of atherosclerotic coronary disease because of the dire consequences of missing it. Clearly, this diagnosis must be pursued if the probability is high enough that the benefits of testing and treatment outweigh the risks. That balance between benefits and risks must be assessed for each patient on the basis of the history, physical findings, laboratory tests, clinical course, and response to therapy. In the patient I described, the evidence suggested that the probability of life-threatening proximal coronary artery disease was very low. The cost of attaining absolute diagnostic certainty in every instance is not just the economic cost to society but also the cost to the patient in terms of time, anxiety, and life-threatening complications. The most invasive approach is often not the most appropriate.
G EORGE E. T HIBAULT , M.D.
Veterans Affairs West Roxbury, MA 02132
Medical Center
AUTOLOGOUS CHONDROCYTE TRANSPLANTATION
To the Editor: Brittberg et al. (Oct. 6 issue) 1 are to be commended for conducting a study of 23 patients that not only involved the transfer of articular and nonarticular tissue into deep cartilage defects in the knee but also required two follow-up operations. In the second of those procedures, biopsy specimens extending to the subchondral bone were taken from the central part of the transplant.
In consideration of these factors, it is perhaps understandable that no control group was included in the study. Nevertheless, it would have been nice to know just how much benefit was derived from the substantial effort devoted to the harvesting, isolation, culture, and reinjection of the chondrocytes. Such information might have been obtained had, for example, some patients been randomly assigned to treatment with transplanted periosteum without cultured chondrocytes.
Treatment of articular defects has been successful in preclinical studies that used periosteum without chondrocytes, 2, 3 that used periosteum with chondrocytes, 4 and that excluded periosteum but used endogenous cells. To the Editor: The patients described by Brittberg et al. were evaluated with a four-grade system based on the presence or absence of pain, swelling, and locking. Were the qualitative terms for the four grades provided by clinicians or based on assessments by the patients? A patient's idea of what constitutes a good or excellent result may be completely different from that of a physician. For example, a patient who had "mild aching with strenuous activity but no swelling or locking" after surgery might have judged the result to be poor rather than good, which was the grade Brittberg et al. gave for this result. Evaluating a surgical procedure in an uncontrolled and unblinded fashion, with a scale developed and rated by clinicians, could have led to a biased assessment of success. To the Editor: The treatment of deep cartilage defects in the knee was based on a rabbit model in which a deep chondral lesion in the patella was covered with periosteum, and autologous chondrocytes were injected below it. A similar defect in the other knee, which was only covered with periosteum, served as a control. There was significantly better tissue repair at the sites seeded with chondrocytes than at the sites that were treated only with periosteum. 1, 2 In the experiments mentioned by Dr. Trippel, periosteum was used to treat osteochondral defects extending down to cancellous bone. 3 The subchondral bone marrow cells, as well as cells in the cambium of the periosteum, have a chondrogenic potential that could contribute to tissue repair. In our rabbit experiments, there was no opening of the subchondral bone plate. The control knee had significantly less repair.
Knee symptoms in patients with single, isolated cartilage defects should be distinguished from symptoms in patients with osteoarthritis, which is characterized by widespread cartilage wear and joint dysfunction. There are no good evaluation systems for the first group of patients, but there are some for patients with osteoarthritis. In our pilot study, we used a simplified evaluation of common symptoms in patients with isolated cartilage defects (i.e., locking of the knee, localized pain, and swelling). The symptom that the patients could tolerate least was locking, followed by pain. Locking was the key element in judging the outcome of surgery. As long as the patient had no locking, he or she was satisfied with the results.
We agree with Dr. Wright that there is a risk of bias in the assessment of success in uncontrolled studies. We performed a pilot study of autologous chondrocyte transplantation in patients with isolated, symptomatic chondral lesions. Clinical studies with periosteal 4 as well as perichondral 5 grafting have also been uncontrolled. The next step is to determine the extent to which chondrocytes contribute to the repair of chondral lesions in the knee. A multicenter, randomized, controlled study is scheduled to start this year. Several different evaluation systems, with unbiased preoperative and postoperative assessments, will be used. To the Editor : Locatelli et al. question the use of liver biopsy to make a diagnosis of juvenile chronic myelogenous leukemia in our patient. Since we are fully aware that such a diagnostic approach is unusual, we thank Dr. Locatelli and his colleagues for the opportunity to make clear that in this particular case, such a biopsy was both appropriate and necessary.
In the weeks preceding the liver biopsy, immunophenotyping of bone marrow aspirate as well as peripheral blood was nondiagnostic for any leukemic process, as were the findings on examination of two bone marrow aspirates and two bone marrow biopsy specimens. As noted in the case presentation, an aggressive workup continued. The liver biopsy was considered only when, over a period of a few days, serious respiratory distress developed as a result of rapidly progressing hepatosplenomegaly. A liver biopsy and a further bone marrow aspiration were performed at virtually the same time in order to establish the diagnosis of juvenile chronic myelogenous leukemia and exclude the possibility of primary liver disease. During this period the leukocyte count had risen from approximately 25,000 per cubic millimeter to 50,000 to 73,000 per cubic millimeter. When the biopsy indicated juvenile chronic myelogenous leukemia, systemic chemotherapy with daunorubicin and cytarabin was promptly instituted, with a rapid reduction in the burden of proliferating myeloid cells and alleviation of the respiratory compromise.
A clonogenic assay of mononuclear cells derived from peripheral blood can indeed confirm a diagnosis of juvenile chronic myelogenous leukemia. Such an assay, however, at best takes one to two weeks, especially if one seeks to measure sensitivity to GM-CSF in addition to spontaneous proliferation. The rapid progression of leukocytosis and hepatosplenomegaly in our patient rendered a clonogenic assay useless for diagnostic purposes. 
TRANS FATTY ACIDS IN EUROPEAN MARGARINES
To the Editor: The content of trans fatty acids in our foods has been causing concern 1 because of reported adverse effects on serum lipid levels 2 and coronary heart disease. 3 Even a typical Western diet can have enough of these trans isomers to elevate the risk of coronary heart disease considerably. 4 Unfortunately, consumers themselves have only limited control over their intake of trans fatty acids, since despite progress in food labeling, the new regulations do not require information on trans fatty acids to be displayed on food packages. How is one to describe a book in which chapter 1 begins with the words "In the beginning . . ." and that then proceeds to discuss, in 32 chapters, the history of humanity and the development of medicine and medical ethics -up to, and including, the ill-fated Clinton health plan? The book has been written by a practicing neurosurgeon with wide-ranging interests. Its sweep through history is demonstrated by the 30 photographic plates of such mythological and historical figures as Osiris, Hippocrates, and Vesalius. The political leanings of the author, who escaped Cuba at the age of 13, are demonstrated by two other plates -one of him interviewing a wounded Salvadoran soldier, and another of his wife holding a SAM-7 missile launcher captured from a Nicaraguan plane transporting weapons to the Salvadoran guerrillas.
The book presents a conservative critique of modern efforts at reform of the health care system, along with a comprehensive historical review that Dr. Faria claims demonstrates the dangers of uncoupling private initiative and free markets from the provision of health care services. The principal target of the book is the Clinton health plan, but there are a host of other villains and evil forces in Faria's analysis, including lawyers, bureaucrats, practitioners of defensive medicine, the American Medical Association, laws governing medical and product liability, the media, liberalism (in general and in academia), egalitarianism, domestic socialism, and all the forces favoring the redistribution of income and property. The rhetoric is impassioned, in line with the sense of urgency in the title. Faria no doubt views the defeat of the Clinton plan in Congress with considerable satisfaction. Yet, as the list above reflects, he has a host of other matters of concern, apart from those relating to health care policy.
There is much to appreciate in this book. In relatively few pages, Faria has provided a compressed history of humankind, focusing principally but not exclusively on Western civilization. The book also gives a quick overview of the history of medicine and surgery. Those looking for an accessible yet wide-ranging introduction to these areas could do far worse.
Faria's chief complaint is that the government has increasingly intruded into the practice of medicine, by (among other things) its oversight over credentialing, reimbursement practices, the National Practitioner Data Bank, and monitoring of outcomes. In Faria's view, such matters would be better left to individual patients and to the medical profession. Certainly, government at all levels has steadily increased its involvement in medicine -particularly since the government has become a major source of funds for health care. One might certainly argue about the necessity or appropriateness of particular kinds of oversight, let alone a forced transformation of
